Background. Neck circumference (NC) is an anthropometric measure of obesity for upper subcutaneous adipose tissue distribution which is associated with cardiometabolic risk. This study investigated whether NC is associated with indicators of chronic kidney disease (CKD) for high cardiometabolic risk patients. Methods. A total of 177 consecutive patients who underwent the outpatient departments of cardiology were prospectively enrolled in the study. The patients were aged >20 years with normal renal function or with stages 1-4 CKD. A linear regression was performed using the Enter method to present an unadjusted 2 , standardized coefficients, and standard error, and the Durbin-Watson test was used to assess residual independence. Results. Most anthropometric measurements from patients aged ≧65 were lower than those from patients aged <65, except for women's waist circumference (WC) and waist hip ratio. Female NC obtained the highest 2 values for 24 hr CCR, uric acid, microalbuminuria, hsCRP, triglycerides, and HDL compared to BMI, WC, and hip circumference. The significances of female NC with 24 hr CCR and uric acid were improved after adjusted age and serum creatinine. Conclusions. NC is associated with indicators of CKD for high cardiometabolic risk patients and can be routinely measured as easy as WC in the future.
Introduction
Cardiovascular disease (CVD) and chronic kidney disease (CKD) are two important global public health concerns that share common cardiometabolic risk factors that include hypertension, diabetes mellitus, and hyperlipidemia. The above three diseases generally coexist, making them the most common risk factors for CVD [1] . In 2007, the Taiwan Health Promotion Administration of the Ministry of Health and Welfare conducted a survey involving 5,895 healthy individuals in Taiwan and concluded that, among those patients with hypertension, diabetes mellitus, and hyperlipidemia, their rates of developing heart disease in 5 years are 1.9, 1.5, and 1.8 times greater than those without hypertension, diabetes mellitus, and hyperlipidemia, respectively [2] . Cardiovascular events include fatal and nonfatal cardiovascular events (stroke, infarction, angina, and heart failure). Hypertension, diabetes mellitus, and hyperlipidemia contribute to the increased risk of experiencing cardiovascular events [3] . It is suggested that patients who currently have CVD or have received coronary revascularization should take steps to mitigate their cardiovascular risks [4] .
Hypertension, diabetes mellitus, and hyperlipidemia are also initiation factors for CKD [5] . One study showed that mild renal insufficiency was common among communitybased citizens and that this condition was related to the high prevalence of CVD. Mild renal insufficiency increases the risk of cardiovascular events and total mortality [6] . It was reported that a lower estimated glomerular filtration rate (eGFR) correlates with a higher risk of cardiovascular events and the related death [7] . Microvascular abnormality is a common triggering factor for both CVD and CKD [8] . The Kidney Early Evaluation Program study suggested that conditions for cardiovascular risk are defined as a urine albumin: creatinine ratio ≥30 mg/g (3.4 mg/mmol) or an eGFR < 60 mL/min/1.73 m 2 [7] .
The main complication of CKD is CVD. Observations made in the Kidney Early Evaluation Program and the National Health and Nutrition Examination Survey studies suggested that CKD may increase the prevalence of myocardial infarction or stroke [8] . Medium to severe renal function impairments exacerbate atherosclerosis, which in turn leads to an increased risk of cardiovascular events [9] . This means the deaths of CKD patients are more likely caused by CVD than by progression of kidney failure [10] . However, patients with CVD also suffer from a higher risk of CKD [11] . Patients who have undergone coronary revascularization must be aware of their potential CKD risk for the future. That CKD may also cause atherosclerosis in coronary arteries and the cerebrovascular and peripheral circulatory system [12] . Additionally, the coexistence of CVD and CKD leads to higher mortality [6] . Therefore, CVD and CKD should be considered mutual risk factors for each other. Among CVD patients the CKD prevention is necessary, and similar condition is conversely alike. Therefore, development of an indicator that predicts the risk of both conditions would help to effectively treat the coexistence of both diseases.
Abdominal obesity and general obesity would cause increases in triglycerides, low density lipoprotein (LDL) cholesterol, blood sugar, insulin, and blood pressures. They will also cause decreases in high density lipoprotein (HDL) cholesterol. All of these factors may lead to onset of CVD, which in turn increases coronary heart disease onset or mortality and total mortality [13, 14] . Neck circumference (NC) is an indicator of upper body fat distribution, whereas body morphologies and fat distribution can be used as factors to assess the risk of obesity [15] . In addition to body mass index (BMI), waist circumference, and hip circumference measurements as indicators of obesity, NC can also be used as a novel indicator for cardiometabolic risk [16, 17] . However, previous studies have not focused on NC with CKD. This pilot study aimed to investigate the relationship between NC and CKD. We intend to confirm whether NC is as an associated indicator of CKD for high cardiovascular risk patients or whether it is as an alternative option for disabled or bedbound patients for whom other body anthropometric indicator measurements are not suitable.
Materials and Methods

Research Framework and
Participants. This study, as given in Figure 1 , involved 177 patients with cardiovascular risk. Inclusion criteria were patients aged >20 years with normal renal function or with stages 1∼4 CKD, excluding conditions such as acute renal failure, inherited kidney diseases, nephritic syndrome, cancer, and long-term use of steroid. This study was approved by the Institute Review Committees at Tri-Service General Hospital and Chiayi Chang Gung Memorial Hospital and all the participants signed informed consent prior to study enrolment.
Data Collection.
Patients' demographic characteristics were obtained via face-interviewed questionnaires. Blood pressure and anthropometric measures, such as height, weight, NC, waist circumference, and hip circumference, were measured. Laboratory parameters were assessed for urine and fasting blood samples, which were collected in the same day. Creatinine concentration was determined using the Modified Jaffe Method with a SYNCHRON LXI 725 (Tokyo, Japan) instrument; cystatin C concentration was determined using a particle-enhanced turbid metric immunoassay with a Hitachi 7170 (Tokyo, Japan) instrument. 
Assessment of Renal
Data
Processing. All data were grouped by gender or age. A -test was performed to assess the differences between ages within the same gender groups. The relevance between NC and each laboratory measurement was assessed using the Spearman correlation analysis. Continuous data for males and females were analyzed separately using the KolmogorovSmirnov test or the Shapiro-Wilk test for normal distribution. If data were not normally distributed, logarithmic which were collected in the same day. Creatinine concentration was determined using the Modified Jaffe Method; cystatin C concentration was determined using a particle-enhanced turbid metric immunoassay.
• Patients' demographic characteristics were obtained via face-interviewed
• Laboratory parameters were assessed for urine and fasting blood samples, transformation of the data was performed to make the data fit a normal distribution. To investigate the relevance between anthropometric measures and heart disease and CKD risk factors, a linear regression was performed using the Enter method to present an unadjusted 2 , standardized coefficients, and standard error, and the Durbin-Watson test was used to assess residual independence. An age adjustment was made for all assessed cardiovascular risk factors. To avoid the impact of renal function differences in individuals, age and log(creatinine) were included to correct the risk factors assessment. All statistical analyses were performed using SPSS 18.0 (Statistical Package for Social Sciences, Chicago, IL, USA). A value < 0.05 was considered a statistically significant level.
Results
The characteristics of 177 participants in this study are presented in Table 1 . There were 122 (71%) males with a mean age of 66 and 50 (29%) females with a mean age of 67. For most anthropometric measures, the measurements from patients ≧ 65 years old were lower than those from patients < 65 years old, except for women's waist circumference and waist hip ratio. Differences were observed in weight, BMI, diastolic blood pressure, triglycerides, serum creatinine, cystatin C, phosphorus, 24 hr CCR, eGFR MDRD , and eGFR CG between different ages among males. In each age of females, the differences were observed in height, weight, BMI, hip circumference, waist hip ratio, NC, cystatin C, albumin, urine creatinine, 24 hr CCR, and eGFR CG . Elderly patients of both genders typically perform a poor renal function. Table 2 showed the Spearman correlation coefficients with NC between both sexes. In males, most relevant coefficients were significant, especially those anthropometric measures, fasting glucose, triglycerides, cystatin C, aspartate aminotransferase, 24 hr CCR, and eGFR CG , where positive correlations were observed between NC and 24 hr CCR, eGFR CG , hsCRP, triglycerides, and LDL cholesterol. In females, diastolic blood pressure, triglycerides, uric acid, albumin, high-sensitivity C-reactive protein (hsCRP), total protein, phosphorus, and eGFR CG reached significance, where negative correlations were observed between NC and total cholesterol, HDL, total protein, aspartate aminotransferase, alanine aminotransferase, phosphorus, sodium, and potassium.
Regression curves after age adjustment are shown in Table 3 (a). Compared to BMI, waist circumference, and hip circumference, the higher 2 values were obtained for female NC and microalbuminuria, hsCRP, triglycerides, and HDL cholesterol. Age-and log(creatinine)-adjusted curves are shown in Table 3 (b). The items showing statistical significance in male and female NC are roughly the same as those in Table 3 (a). Female NC was adjusted for age and log(creatinine), the significance of 24 hr CCR and uric acid was improved. Compared to BMI, waist circumference, and 
Discussion
Several studies have revealed the relationship between body adipose abnormalities, CVD, and metabolic syndrome [16] [17] [18] [19] [20] [21] [22] [23] [24] [25] [26] [27] [28] [29] as well as between cardiometabolic factors and CKD [1, 4, 5, 7-11, 30, 31] . However, there is lack of reporting on the relevance between NC and CKD. This is the first study to report their relationship and it is discovered that NC is associated with indicators of renal disease such as 24 hr CCR, eGFR CG , uric acid, and urine microalbuminuria, in addition to conventional cardiovascular risk factors such as hsCRP, triglycerides, LDL cholesterol, and HDL cholesterol.
NC is an alternative measurement for upper-body subcutaneous fat, and therefore NC may play a vital role in CVD clinical prediction [16] . NC as an associated factor for diabetes, after adjusted BMI and waist circumference, was the only risk factor related to type II diabetes mellitus [26] . These results confirmed that NC measurements can be used as an effective clinical screening tool for insulin resistance, and can be used as powerful indicators to improve the screening ability for type II diabetes mellitus. In addition to insulin resistance and type II diabetes mellitus, NC also has associated power to assess cardiometabolic risk [28] .
NC also correlated significantly with intima-media thickness of common or internal carotid arteries after BMI and waist circumference adjustment. For every 1-standard deviation unit increase in NC, there is a 0.025 mm thickness increase in common carotid artery, and remaining significant even after BMI adjustment [27] . In a follow-up study involving acute ischemic stroke patients who have a 1-year total mortality of 8.9%, the author discovered that aging and larger neck circumference were more frequent findings among the dead, but not obesity. Therefore, NC is a critical clinical warning factor for fatal outcomes in acute ischemic stroke [25] . Insulin resistance, related with NC, causes arterial stiffness, which in turn has an impact on CKD and even nondiabetic CKD. CKD patients who develop metabolic syndrome would also have a higher risk of arterial stiffness [30] . Although gender differences of anthropometric measures, systolic blood pressure, total cholesterol, LDL cholesterol, HDL cholesterol, and fasting plasma glucose exist, NC is also related to cardiometabolic risk [16] and is a powerful indicator for predicting dyslipidemia. In particular, the correlation between triglycerides and NC is stronger than BMI and waist circumference [28] . Moreover, the relevance and importance of waist circumference and metabolic syndrome to CVD have been discussed previously [32] . One study showed that dual indicators using both triglycerides and waist circumference can assess the risk of coronary artery disease in patients with abdominal obesity. When the Framingham model was used for predicting CVD risk, these dual indicators may help to add associated value. The hypertriglyceridemic-waist phenotype might become a superior health indicator compared to metabolic syndrome [33] . Another study in CKD patients suggested that the hypertriglyceridemic-waist phenotype can be used to evaluate the severity of carotid atherosclerosis and can also be used as an effective indicator to predict CVD risk [31] . Our study showed NC is highly correlated to waist circumference and triglycerides. Therefore, NC may replace waist circumference for phenotyping, especially because this phenotype can be used for both coronary heart disease and CKD. NC is an ideal associated indicator for these two coexisting diseases that are risk factors for each other. Moreover, for patients who are disabled, in serious condition, in particular those who are bedridden, or even in healthy status, this method would be not only simple but also easy to perform with high efficiency and convenience. Therefore, NC may be popularized for clinical applications as an associated indicator of risk for both outcomes.
Based on the eGFR CG equation, we know that weight and eGFR are positively correlated. Specifically, heavier weights correlate with higher eGFR CG among those with the same sex, age, and creatinine level. From Table 2 in this study, we can conclude that NC and weight are positively correlated. Subjects aged <65 years have higher mean NC values and also have higher mean eGFR CG values and eGFR MDRD , indicating that patients with higher NC values usually have better renal function. This means that NC is positively correlated with eGFR. The eGFR MDRD and eGFR CG equations had the gender-specific coefficient of creatinine.
Hoebel et al. have established the cutoffs for NC to evaluate the risk of metabolic syndrome, which were 40 cm and 41 cm for the young and older men, 34 cm and 33 cm for young and older women, respectively [22] , which indicates potential uses of NC for other purposes. Body morphologies, other than NC, have an existing normal level; out of which indicate unhealthy conditions. Appropriate cut-off values for NC should be established, in the future, to assess early stage risk of CKD. This cross-sectional study relied on hospitalbased samples. It is suggested that a future populationbased study and a cohort-based study with follow-up should be conducted, so that the importance of NC to the CKD risk prediction can be validated, and it can be determined whether this importance will change with increasing age. However, in fashion experience and healthy population, the circumference of someone's neck would be about the same as his/her pants width; that is, the waist circumference is about twice the neck circumference [34] . Several studies report similar ratios around 1.9 to 2.1 for circumferences of waist to neck in control groups [16, 17, 21, 22, 29] .
Many indicators are testing for obesity and NC is an anthropometric measure of obesity for upper subcutaneous adipose tissue distribution which is associated with cardiometabolic risk, while NC is an alternative and novel indicator to test body fat distribution [17] , and it is also a simple and time-saving screening tool to capture overweight or obese patient [20] . NC also is an easy associated tool for metabolic syndrome and insulin resistance [22] and a powerful indicator of atherosclerotic lipid abnormalities and their risk factors [17] . NC is also an independent associated factor for cardiometabolic risk [16, 29] and an effective screening test for cardiovascular risk in children [18] or even in obese children [23] . Studies mentioned above have suggested that NC is a superior indicator for metabolic syndrome in terms of both relevance and significance compared to BMI and waist circumference [17, 19, 21, 24, 28, 35, 36 ].
Conclusions
NC is associated with indicators of CKD for high cardiometabolic risk patients and can be routinely measured as easy as WC in the future.
